CLAIMS 



What is claimed is: 



1. 



A compound of formula I : 




E— Y 



(I) 



or stereoisomers or pharmaceutical ly acceptable salts 
thereof, wherein: 

M is absent or selected from CH 2 , CHR 5 , CHR 13 , CR 13 R 13 , and 
CR 5 R 13 ; 

Q is selected from CH 2 , CHR 5 , CHR 13 , CR 13 R 13 , and CR 5 R 13 ; 

J, K, and L are independently selected from CH 2 , CHR 5 , CHR 6 , 
CR 6 R 6 and CR 5 R 6 ; 

with the provisos : 

1) at least one of M, J, K, L, or Q contains an R 5 ; and 

2) when M is absent, J is selected from CH 2 , CHR 5 , 

CHR 13 , 

and CR 5 R 13 ; 

E is -(CR 7 R 8 ) -(CR 9 R 10 ) V -; 
Y is selected from: 




\ 



\ 
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# 




R 11 



R 10 



R 9 - 



-£r 12 

■f-R" 

D12 






R 10 R9 





R 11 R 12 



M3 

Li 



io 



3 
r* 

03 
□ 



15 



20 



25 




and R 11 R 12 ; 



X is selected from NR 14 , O, and S; 

Z is selected f rom_Cj^)J^_SjO|2R 3 , C(0)OR 3 , C(0)NR2r3 < 
C(=NR 1 )NR 2 R 3 , C(=CHCN)NR 2 R 3 , C ( =CHN0 2 ) NR 2 R 3 , 
C(=C(CN) 2 )NR 2 R 3 , and (CR'R' ) t -phenyl substituted with 0-5 
'Risf 

R', at each occurrence, is selected from H, Ci_ 6 alkyl, C 2 _ 8 
alkenyl, C 2 -8 alkynyl, (CH 2 ) r C 3 -6 cycloalkyl, and 
(CH 2 ) r phenyl substituted with R 15e ; 

Ri is selected from H, Ci- 6 alkyl, C 3 -6 cycloalkyl, OH, CN, 
and 

(CH 2 ) w phenyl; 

R 2 is selected from H, Ci_ 8 alkyl, C 2 -8 alkenyl, C 2 _ 8 alkynyl, 
(CH 2 ) r C 3 -6 cycloalkyl, and a (CH 2 ) r -C 3 _io carbocyclic 
residue substituted with 0-5 R 2a ; 

R 2 a> at each occurrence, is selected from Ci_ 4 alkyl, C 2 _ 8 

alkenyl, C 2 _ 8 alkynyl, (CH 2 ) r C 3 - 6 cycloalkyl, CI, Br, I, 
F, (CF 2 ) r CF 3 , N0 2 , CN, (CH 2 ) r NR 2b R 2b , (CH 2 ) r OH, 
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( CH 2 ) r OR 2 c , ( CH 2 ) r SH , ( CH 2 ) r SR 2 c , ( CH 2 ) r C ( O ) R 2b , 
(CH 2 ) r C (O) NR 2b R 2b , (CH 2 ) r NR 2b C (O) R 2b , (CH 2 ) r C (O) OR 2b , 
( CH 2 ) r OC ( O ) R 2c , ( CH 2 ) r CH ( =NR 2b ) NR 2b R 2b , 
( CH 2 ) r NHC ( =NR 2b ) NR 2b R 2b , ( CH 2 ) r S ( O ) p R 2c , 

(CH 2 ) r S(0) 2 NR 2b R 2b , (CH 2 ) r NR 2b S(0) 2 R 2c / and ( CH 2 ) r pheny 1 ; 

R 2b , at each occurrence, is selected from H, Ci-e alkyl, C3-6 
cycloalkyl, and phenyl; 

R 2c , at each occurrence, is selected from C1-5 alkyl, C3-6 
cycloalkyl, and phenyl; 

R 3 is selected from a CR 3 ' R 3 "R 3 " , (CR 3 'R 3 " ) X-C3-10 carbocyclic 
residue substituted with 0-5 R 15 and a (CR 3 'R 3 " ) r -5-10 
membered heterocyclic system containing 1-4 heteroatoms 
selected from N, O, and S, substituted with 0-3 R 15 ; 

R 3 ' and R 3 ", at each occurrence, are selected from H, C1-6 
alkyl, (CH 2 ) r C 3 -6 cycloalkyl, and phenyl; 

R 4 is absent, taken with the nitrogen to which it is attached 
to form an N-oxide, or selected from Ci_s alkyl, C 2 -s 
alkenyl, C 2 -s alkynyl, (CH 2 ) r C 3 -6 cycloalkyl, 
(CH 2 ) q C(0)R 4b , (CH 2 ) q C(0)NR 4a R 4a ', (CH 2 ) q C (O) OR 4b , and a 
(CH 2 ) r -C3_io carbocyclic residue substituted with 0-3 
R 4c ; 

R 4a and R 4a ' , at each occurrence, are selected from H, Ci_ 6 
alkyl, (CH 2 ) r C 3 -6 cycloalkyl, and phenyl; 

R 4b , at each occurrence, is selected from Ci_6 alkyl, C 2 _8 

alkenyl, (CH 2 ) r C 3 - 6 cycloalkyl, C 2 _ 8 alkynyl, and phenyl; 

R 4c , at each occurrence, is selected from Ci_6 alkyl, C 2 _8 

alkenyl, C 2 - 8 alkynyl, C 3 - 6 cycloalkyl, Cl, F, Br, I, CN, 
N0 2/ (CF 2 ) r CF 3 , (CH 2 ) r OCi- 5 alkyl, (CH 2 ) r OH, (CH 2 ) r SCi_ 5 
alkyl, ( CH 2 ) r NR 4a R 4a ' , and ( CH 2 ) r pheny 1 ; 
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r5 is selected from a (CR 5 'R 5 " ) t -C3-lO carbocyclic residue 

substituted with 0-5 R 16 and a <CR 5 'R 5 " ) t -5-10 membered 
heterocyclic system containing 1-4 heteroatoms selected 
from N, 0, and S, substituted with 0-3 R 16 ; 

R 5 ' and R 5 ", at each occurrence, are selected from H, Ci-s 
alkyl, (CH 2 ) r C3-6 cycloalkyl, and phenyl; 

R 6 , at each occurrence, is selected from Ci_4 alkyl, C2-8 

alkenyl, C 2 -8 alkynyl, (CH 2 ) r C3-6 cycloalkyl, (CF 2 ) r CF 3 , 
CN, (CH 2 ) r NR6aR6a', (CH 2 )rOH, (CH 2 ) r OR 6b , (CH 2 ) r SH, 
(CH 2 ) r SR6 b , ( C H 2 ) r C (O) OH, (CH 2 ) r C (O) R 6b , 

(CH 2 ) r C(0)NR 6a R 6a \ (CH 2 ) r NR 6d C(0)R 6a , (CH 2 ) r C (O) OR 6b , 
(CH 2 ) r OC(0)R 6b , (CH 2 ) r S(0) p R 6b , ( CH 2 ) r S ( O ) 2 NR 6a R 6a ' , 
(CH 2 ) r NR 6d S (0) 2 R 6b , and (CH 2 ) t Phenyl substituted with 0-3 

R 6c ; 

R 6a and R 6a ' , at each occurrence, are selected from H, Ci_6 

alkyl, C3-6 cycloalkyl, and phenyl substituted with 0-3 

R 6c. 

R 6b / at each occurrence, is selected from C1-6 alkyl, C 3 _6 
cycloalkyl, and phenyl substituted with 0-3 R 6c ; 

R 6c > at each occurrence, is selected from Ci_6 alkyl, C3-6 

cycloalkyl, Cl, F, Br, I, CN, N0 2 , (CF 2 ) r CF 3 , (CH 2 ) r OCi_ 5 
alkyl, (CH 2 ) r OH, (CH 2 ) r SCi_ 5 alkyl, and (CH 2 ) r NR6dR6<* ; 

R 6d / a t each occurrence, is selected from H, C1-6 alkyl, and 
C3-6 cycloalkyl; 

R? is selected from H, Ci_ 8 alkyl, C 2 _s alkenyl, C 2 _ 8 alkynyl, 
(CH 2 ) q OH, (CH 2 ) q SH, (CH 2 ) q OR 7d , (CH 2 ) q SR7d, ( C H 2 ) q NR7a R 7a- # 
(CH 2 ) r C(0)OH, (CH 2 ) r C(0)R 7b , (CH 2 ) r C (O) NR 7a R 7a ' , 
(CH 2 ) q NR 7a C(0)R 7a , (CH 2 ) r C(0)OR 7b , (CH 2 ) q OC (O) R 7b , 
(CH 2 ) q S(0) p R 7b , (CH 2 ) q S(0) 2 NR 7a R 7a ', (CH 2 ) q NR 7a S (O) 2 R 7b , 
C1-6 haloalkyl, a (CH 2 ) r -C 3 _io carbocyclic residue 
substituted with 0-3 R 7c , and a (CH 2 ) r -5-10 membered 
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heterocyclic system containing 1-4 heteroatoms selected 
from N, O, and S, substituted with 0-2 R 7c ; 

R 7a and R 7a ', at each occurrence, are selected from H, Ci_e 

alkyl, C 2 -8 alkenyl, C2-8 alkynyl, (CH 2 ) r C3-6 cycloalkyl, 
a (CH2) r _ C3-io carbocyclic residue substituted with 0-5 
R 7e , and a (CH2) r - 5 ~l° membered heterocyclic system 
containing 1-4 heteroatoms selected from N, O, and S, 
substituted with 0-3 R 7e ; 

R 7b , at each occurrence, is selected from C1-6 alkyl, C2-8 

alkenyl, C2-8 alkynyl, a (CH 2 ) r -C3-6 carbocyclic residue 
substituted with 0-2 R 7e , and a (CH2) r -5-6 membered 
heterocyclic system containing 1-4 heteroatoms selected 



:3.5 from N, O, and S, substituted with 0-3 R 7e ; 



R 7c , at each occurrence, is selected from C1-4 alkyl, C2-8 

alkenyl, C 2 -8 alkynyl, (CH 2 ) r C3-6 cycloalkyl, CI, Br, I, 
F, (CF 2 ) r CF 3 , N0 2 , CN, (CH 2 ) r NR 7f R 7f , (CH 2 ) r OH, (CH 2 ) r OCi_ 
^0 4 alkyl, (CH 2 )rSCi- 4 alkyl, (CH 2 ) r C (O) OH, (CH 2 ) r C (O) R 7b , 

U ( CH 2 ) r C ( O ) NR 7 f R 7 f , ( CH 2 ) r NR 7 f C ( O ) R 7a , ( CH 2 ) r C ( O ) OCi - 4 

p alkyl , ( CH 2 ) r OC ( O ) R 7b , ( CH 2 ) r C ( =NR 7 f ) NR 7 f R 7 f , 

jj ( CH 2 ) r S ( O ) p R 7b , ( CH 2 ) r NHC ( =NR 7 f ) NR 7f R 7f , 

S (CH 2 ) r S(0) 2 NR 7f R 7f , (CH 2 ) r NR 7f S(0) 2 R 7b / and (CH 2 ) r phenyl 

^25 substituted with 0-3 R 7e ; 

R 7d , at each occurrence, is selected from C1-6 alkyl 

substituted with 0-3 R 7e , alkenyl, alkynyl, and a C3-10 
carbocyclic residue substituted with 0-3 R 7c ; 



R 7e , at each occurrence, is selected from C1-6 alkyl, C2-8 

alkenyl, C 2 -8 alkynyl, C 3 _ 6 cycloalkyl, CI, F, Br, I, CN, 
N0 2/ (CF 2 ) r CF 3 , (CH 2 )rOCi_ 5 alkyl, OH, SH, (CH 2 ) r SCi-5 
alkyl, (CH 2 ) r NR 7f R 7f , and ( CH 2 ) r pheny 1 ; 

R 7f , at each occurrence, is selected from H, C1-5 alkyl, and 
C3-6 cycloalkyl; 
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R 8 is selected from H, Ci- 6 alkyl, C 3 _ 6 cycloalkyl, and 
(CH 2 ) t phenyl substituted with 0-3 R 8a ; 



R 8a , at each occurrence, is selected from Ci_6 alkyl, C2-8 

alkenyl, C 2 -8 alkynyl, C 3 - 6 cycloalkyl, Cl, F, Br, I, CN, 
N0 2 , (CF 2 ) r CF 3/ (CH 2 )rOCi- 5 alkyl, OH, SH, (CH 2 ) r SCi_ 5 
alkyl, (CH 2 ) r NR 7f R 7f , and (CH 2 ) r phenyl ; 

alternatively, R 7 and R 8 join to form C3-7 cycloalkyl, or 
=NR 8b. 

R 8b is selected from H, C1-6 alkyl, C3-6 cycloalkyl, OH, CN, 
and 

(CH 2 ) r -phenyl ; 

R 9 is independently selected from H, Ci_g alkyl, C 2 _s alkenyl, 
C 2 - 8 alkynyl, F, Cl, Br, I, N0 2 , CN, (CH 2 ) r OH, (CH 2 ) r SH, 
( CH 2 ) r OR 9d , ( CH 2 ) r SR 9d , ( CH 2 ) r NR 9a R 9a ' , (CH 2 ) r C (O) OH, 
( CH 2 ) r C ( O ) R 9b , ( CH 2 ) r C ( O ) NR 9a R 9a ' , ( CH 2 ) r NR 9a C ( O ) R 9a , 
(CH 2 ) r NR 9a C (O) H, (CH 2 ) r C (O) OR 9b , (CH 2 ) r OC (O) R 9b , 
( CH 2 ) r S ( O ) p R 9b , ( CH 2 ) r S ( O ) 2 NR 9a R 9a ' , ( CH 2 ) r NR 9a S ( O ) 2 R 9b , 
C1-6 haloalkyl, a (CH 2 ) r -C3-io carbocyclic residue 
substituted with 0-5 R 9c , and a (CH 2 ) r -5-10 membered 
heterocyclic system containing 1-4 heteroatoms selected 
from N, O, and S, substituted with 0-3 R 9c ; 

R 9 ' is independently selected from H, C1-8 alkyl, C 2 _s 

alkenyl, C 2 _ 8 alkynyl, F, Cl, Br, I, N0 2 , CN, (CH 2 ) r OH, 
(CH 2 ) r SH, (CH 2 ) r OR 9d , (CH 2 ) r SR 9d , (CH 2 ) r NR 9a R 9a ' , 
(CH 2 ) r C (O) OH, (CH 2 ) r C (O) R 9b , (CH 2 ) r C (O) NR 9a R 9a# , 
(CH 2 ) r NR 9a C (O) R 9a , (CH 2 ) r NR 9a C (O) H, (CH 2 ) r C (O) OR 9b , 
(CH 2 ) r OC(0)R 9b , (CH 2 ) r S(0) p R 9b , (CH 2 ) r S (O) 2 NR 9a R 9a ' , 
(CH 2 ) r NR 9a S(0) 2 R 9b , Ci_6 haloalkyl, (CH 2 ) r -C 3 -6 
cycloalkyl, (CH 2 ) q -phenyl substituted with 0-5 R 9c , and 
a (CH 2 ) q -5-10 membered heterocyclic system containing 
1-4 heteroatoms selected from N, O, and S, substituted 
with 0-3 R 9c ; 
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R 9a and R 9a ', at each occurrence, are selected from H, Ci_6 
alkyl, C2-8 alkenyl, C2-8 alkynyl, a (CH2) r -C3-io 
carbocyclic residue substituted with 0-5 R 9e , and a 
(CH2) r -5-10 membered heterocyclic system containing 1-4 

5 heteroatoms selected from N, 0, and S, substituted with 

0-3 R 9e ; 

R 9b , at each occurrence, is selected from C1-6 alkyl, C2-8 

alkenyl, C 2 -8 alkynyl, a (CH 2 ) r -C3-6 carbocyclic residue 
10 substituted with 0-2 R 9e , and a (CH 2 ) r -5-6 membered 

heterocyclic system containing 1-4 heteroatoms selected 
from N, 0, and S, substituted with 0-3 R 9e ; 

R 9c , at each occurrence, is selected from Ci_4 alkyl, C2-8 
SJ.5 alkenyl, C 2 -8 alkynyl, (CH 2 ) r C 3 -6 cycloalkyl, CI, Br, I, 

Jj F, (CF 2 ) r CF 3 , N0 2 , CN, (CH 2 ) r NR 9f R 9f , (CH 2 ) r OH, (CH 2 ) r OCi- 

p3 4 alkyl, <CH 2 )rSCi_4 alkyl, (CH 2 ) r C (0)'OH, (CH 2 ) r C (O) R 9b , 

( CH 2 ) r C ( O ) NR 9 f R 9 f , ( CH 2 ) r NR 9 f C ( O ) R 9a , ( CH 2 ) r C ( O ) OC 1 . 4 
a Iky 1 , ( CH 2 ) r OC ( O ) R 9 b , ( CH 2 ) r C ( =NR 9 f ) NR 9 f R 9 f , 
12 0 ( CH 2 ) r S ( O ) p R 9b , ( CH 2 ) r NHC ( =NR 9 f ) NR 9 f R 9 f , 

(CH 2 ) r S(0) 2 NR 9f R 9f , (CH 2 ) r NR 9f S (O) 2 R 9b / and (CH 2 ) r phenyl 
H substituted with 0-3 R 9e ; 



03 
id 

I 

s 



O R 9d , at each occurrence, is selected from Ci_6 alkyl, C2-6 

Li 

25 alkenyl, C 2 -6 alkynyl, a C3-10 carbocyclic residue 

substituted with 0-3 R 9c , and a 5-6 membered 
heterocyclic system containing 1-4 heteroatoms selected 
from the group consisting of N, O, and S substituted 
with 0-3 R 9c ; 
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R 9e , at each occurrence, is selected from Ci_6 alkyl, C2-8 

alkenyl, C 2 -8 alkynyl, (CH 2 ) r C3-6 cycloalkyl, CI, F, Br, 
I, CN, N0 2 , <CF 2 )rCF 3 , (CH 2 ) r OCi_ 5 alkyl, OH, SH, 
(CH 2 )rSCi- 5 alkyl, (CH 2 ) r NR 9f R 9f , and ( CH 2 ) r pheny 1 ; 

R 9f , at each occurrence, is selected from H, C1-5 alkyl, and 
C3-6 cycloalkyl; 
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R 10 is independently selected from H, Ci_8 alkyl, C2-8 

alkenyl, C 2 _ 8 alkynyl, F, Cl, Br, I, N0 2 , CN, (CH 2 ) r OH, 
( CH 2 ) rOR 1 0d , ( CH 2 ) r SR 1 0d , ( CH 2 ) r NR 10a R 10a ' , (CH 2 ) r C (O) OH, 
( CH 2 ) r C ( O ) R 10b , ( CH 2 ) r C ( O ) NR 10a R 10a ' , ( CH 2 ) r NR 10a C ( O ) R 10a , 
5 (CH 2 ) r NR 10a C (OJH, (CH 2 ) r C (O) OR 10b , (CH 2 ) r OC (O) R 10b , 

(CH 2 ) r S (O) p R 10b , (CH 2 ) r S (O) 2 NRl<> a R 10a ' , 
(CH 2 ) r NR 10a S(O) 2 R 10b / C1-6 haloalkyl, a (CH 2 ) r -C 3 _io 
carbocyclic residue substituted with 0-5 R 10c , and a 
(CH 2 ) r -5-10 membered heterocyclic system containing 1-4 
10 heteroatoms selected from N, O, and S, substituted with 

0-3 R 10c ; 

R i0a an d R 10a ', at each occurrence, are selected from H, C1-6 
alkyl, C 2 - 8 alkenyl, C 2 _s alkynyl, a (CH 2 ) r -C 3 _io 
y|5 carbocyclic residue substituted with 0-5 R 10e , and a 

( CH2 ) r _5_10 membered heterocyclic system containing 1-4 
heteroatoms selected from N, O, and S, substituted with 
0-3 R 10e ; 



1 ■ i 



20 Rl° b , at each occurrence, is selected from Ci_e alkyl, C 2 _ 8 

alkenyl, C 2 _ 8 alkynyl, a (CH 2 ) r -C 3 -6 carbocyclic residue 
5*f substituted with 0-2 R 10e , and a (CH 2 ) r -5-6 membered 

heterocyclic system containing 1-4 heteroatoms selected 
from N, O, and S, substituted with 0-3 R 10e ; 



f 5 ^ 

frt Is 
lasf 

' 25 



R l0c / a t each occurrence, is selected from C1-4 alkyl, C2-8 

alkenyl, C 2 -8 alkynyl, (CH 2 ) r C 3 -6 cycloalkyl, Cl, Br, I, 
F, (CF 2 ) r CF 3 , N0 2 , CN, (CH 2 ) r NR 10f R 10f . .(CH 2 ) r OH, 
(CH 2 ) r OCi_ 4 alkyl, (CH 2 ) r SCi_4 alkyl, (CH 2 ) r C (O) OH, 
30 (CH 2 ) r C(0)Rl° b , (CH 2 ) r C (O) NR"f R 10f , (CH 2 ) r NRl0 f C (O) R 10a , 

(CH 2 ) r C(0)OC 1 - 4 alkyl, (CH 2 ) r OC (O) R 10b , 
(CH 2 ) r C(=NR 10f )NR 10f R 10f , (CH 2 ) r S (0) p R 10b , 
(CH 2 ) r NHC(=NRl0f)NRl0fR 10f , (CH 2 ) r S (O) 2 NRlO f R 10f , 
(CH 2 ) r NR 10f S(O) 2 R 10b , and (CH 2 ) r phenyl substituted with 0- 

35 3 R 10e ; 

R l0d # a t each occurrence, is selected from C1-6 alkyl, C 2 -6 
alkenyl, C 2 - 6 alkynyl, a C3-10 carbocyclic residue 
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substituted with 0-3 R 10c , and a 5-6 membered 
heterocyclic system containing 1-4 heteroatoms selected 
from the group consisting of N, O, and S substituted 
with 0-3 R 10c ; 

R i0e / a t each occurrence, is selected from Ci-e alkyl, C2-8 

alkenyl, C 2 -8 alkynyl, (CH 2 ) r C 3 - 6 cycloalkyl, Cl, F, Br, 
I, CN, N0 2 , (CF 2 ) r CF 3 , (CH 2 ) r OCi- 5 alkyl, OH, SH, 
(CH 2 ) r SCi_ 5 alkyl, (CH 2 ) r NR 10f R 10f , and ( CH 2 ) r pheny 1 ; 

RiOf, at each occurrence, is selected from H, C3.-5 alkyl, and 
C3-6 cycloalkyl; 

f% with the proviso that when R 10 is -OH, R 9 is not halogen, 
#5 cyano, or bonded to the carbon to which it is attached 

*f through a heteroatom; 

03 alternatively, R 9 and R 10 join to form C 3 _ 7 cycloalkyl; 

2 c 

fjj 

s20 R 11 is selected from H, Ci_ 8 alkyl, C 2 _ 8 alkenyl, C 2 -8 alkynyl, 
t! (CH 2 ) q OH, (CH 2 ) q SH, (CH 2 ) q OR lld , (CH 2 ) q SR lld , 

ii (CH 2 ) q NR lla R lla \ (CH 2 ) r C(0)OH, (CH 2 ) r C (O) R llb , 

03 (CH 2 ) r C(0)NRHa R lla' f (CH 2 ) q NR lla C (O) R lla , (CH 2 ) r C (O) OR llb , 
P (CH 2 ) a OC(0)Rll b , (CH 2 ) q S(0) p R llb , (CH 2 ) q S (O) 2 NR lla R lla ' , 
"25 (CH 2 ) q NR lla S(0) 2 R llb , C1-6 haloalkyl , a (CH 2 ) r -C3-lO 

carbocyclic residue substituted with 0-5 R llc , and a 
(CH 2 ) r -5-10 membered heterocyclic system containing 1-4 
heteroatoms selected from N, O, and S, substituted with 
0-3 R llc ; 
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R 11 ' is se 
a 



s selected from H, Ci-s alkyl, C 2 _s alkenyl, C 2 _s 
alkynyl, (CH 2 ) q OH, (CH 2 ) q SH, (CH 2 ) q OR lld , (CH 2 ) q SRH d , 
(CH 2 ) q NR lla R lla \ (CH 2 ) r C(0)OH, (CH 2 ) r C (O) R llb , 
(CH 2 ) r C(0)NRH a R lla ', (CH 2 ) q NR lla C(0)R lla , (CH 2 ) r C (O) OR llb , 
(CH 2 ) q OC(0)RH b , (CH 2 ) q S(0) p R llb , (CH 2 ) q S (O) 2 NR lla R lla \ 
(CH 2 ) q NR lla S(0) 2 R llb , Ci-6 haloalkyl, a (CH 2 ) r -C 3 -6 
cycloalkyl, (CH 2 ) q -phenyl substituted with 0-5 R llc , and 
a (CH 2 ) q -5-10 membered heterocyclic system containing 
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1-4 heteroatoms selected from N, 0, and S, substituted 
with 0-3 R llc ; 

R lla and R lla ', at each occurrence, are selected from H, Ci_e 
alkyl, C 2 -8 alkenyl, C 2 _ 8 alkynyl, a (CH 2 ) r -C 3 _io 
carbocyclic residue substituted with 0-5 R lle , and a 
(CH 2 ) r -5-10 membered heterocyclic system containing 1-4 

heteroatoms selected from N, O, and S, substituted with 
0-3 R lle ; 

R llb , at each occurrence, is selected from Ci-e alkyl, C2-8 

alkenyl, C 2 -8 alkynyl, a (CH 2 ) r -C 3 _6 carbocyclic residue 
substituted with 0-2 R lle , and a (CH 2 ) r -5-6 membered 
heterocyclic system containing 1-4 heteroatoms selected 
from N, O, and S, substituted with 0-3 R lle ; 

R llc , at each occurrence, is selected from C1-4 alkyl, C 2 _s 

alkenyl, C 2 -s alkynyl, (CH 2 ) r C 3 _ 6 cycloalkyl, Cl, Br, I, 
F , (CF 2 ) r CF 3 , N0 2 , CN, (CH 2 ) r NR llf R llf , (CH 2 ) r OH, 
(CH 2 ) r OCi_ 4 alkyl, (CH 2 ) r SCi-4 alkyl, (CH 2 ) r C (O) OH, 
( CH 2 ) r C ( O ) R 1 lb , ( CH 2 ) r C ( O ) NR 1 1 f R 1 1 f , ( CH 2 ) rNR 1 1 f C ( O ) R 1 la , 
(CH 2 ) r C(0)OCi_ 4 alkyl, (CH 2 ) r OC (O) R llb , 
( CH 2 ) r C ( =NR llf ) NR llf R llf , ( CH 2 ) r NHC ( =NR llf ) NR llf R llf , 
(CH 2 ) r S (O) p R llb , (CH 2 ) r S (O) 2 NR llf R llf , (CH 2 ) r NR llf S (O) 2 R llb , 
and (CH 2 ) r phenyl substituted with 0-3 R lle ; 

R lld , at each occurrence, is selected from C1-6 alkyl 

substituted with 0-3 R lle , C 2 _ 6 alkenyl, C 2 s alkynyl, 
and a C3-10 carbocyclic residue substituted with 0-3 
RUc; 

R lle , at each occurrence, is selected from Ci-e alkyl, C 2 -8 

alkenyl, C 2 -8 alkynyl, C 3 - 6 cycloalkyl, Cl, F, Br, I, CN, 
N0 2 , (CF 2 ) r CF 3 , (CH 2 ) r OCi_ 5 alkyl, OH, SH, <CH 2 ) r SCi- 5 
alkyl, (CH 2 ) r NR llf R llf , and (CH 2 ) r phenyl ; 

R llf , at each occurrence, is selected from H, C1-5 alkyl, and 
C3-6 cycloalkyl; 
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. R l2 i s selected from H, Ci_ 6 alkyl, (CH 2 ) q OH, (CH 2 ) r C3-6 

cycloalkyl, and (CH 2 ) t phenyl substituted with. 0-3 R 12a ; 

R l2a / at each occurrence, is selected from Ci_6 alkyl, C 2 _s 

alkenyl, C 2 _ 8 alkynyl, C 3 - 6 cycloalkyl, CI, F, Br, I, CN, 
N0 2 , (CF 2 )rCF 3 , (CH 2 ) r OCi_ 5 alkyl, OH, SH, (CH 2 ) r SCi_ 5 
alkyl, (CH 2 ) r NR 9f R 9f , and ( CH 2 ) r phenyl ; 

R l3 / a t each occurrence, is selected from C1-4 alkyl, C 2 _s 
alkenyl, C 2 _ 8 alkynyl, C 3 - 6 cycloalkyl, (CF 2 ) W CF 3 , 
(CH 2 ) q NRl 3a R 13a \ (CH 2 ) g OH, (CH 2 ),ORl 3b , (CH 2 ) a SH, (CH 2 ) q SRl 3b , 
(CH 2 ) w C(0)OH, (CH 2 ) w C(0)R 13b , (CH 2 ) W C (O) NR 13a R 13a ' , 
(CHJ NRl 3d C(0)R 13a , (CH 2 )wC(0)OR 13b , (CH 2 ) q OC (O) R 13b , 
( CH 2 ) W S ( O ) p R 13b , ( CH 2 ) W S ( O ) 2 NRl 3a R 13a ' , 

(CH ) NR 13d S(0) 2 R 13b , and ( CH 2 ) w -pheny 1 substituted with 
0-3 R 13c ; 

R l3a and R 13a ', at each occurrence, are selected from H, Ci_6 
alkyl, C3-6 cycloalkyl, and phenyl substituted with 0-3 
R 13c. 

R l3b ; a t each occurrence, is selected from C1-6 alkyl, C3_6 
cycloalkyl, and phenyl substituted with 0-3 R 13c ; 

R l3c f a t each occurrence, is selected from C1-6 alkyl, C3-6 

cycloalkyl, CI, F, Br, I, CN, N0 2 , (CF 2 ) r CF 3 , (CH 2 ) r OCi_ 5 
alkyl, (CH 2 ) r OH, (CH 2 )rSCi- 5 alkyl, and (CH 2 ) r NR 13d R 13d ; 

R l3d f at each occurrence, is selected from H, C3.-6 alkyl, and 
C3-6 cycloalkyl; 

R 14 is selected from C3.-4 alkyl, C 2 _ 8 alkenyl, C 2 _s alkynyl, 

(CH 2 ) r C3-6 cycloalkyl, C(0)NRl 4a R 14a \ C(0)R 14b , C(0)OCi_ 4 
alkyl, (CH 2 ) r S(0) p R 14b , (CH 2 ) r phenyl substituted with 0-3 
R 14c. 
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R l4a an d Ri4a' f at each occurrence, are selected from H, Ci_ 6 
alkyl, (CH 2 ) r C 3 -6 cycloalkyl, and (CH 2 ) r phenyl 
substituted with 0-3 R* 4c , and a (CH 2 ) r -5-10 membered 
heterocyclic system containing 1-4 heteroatoms selected 
5 from N, O, and S, substituted with 0-2 R 14c ; 

R l4b # a t each occurrence, is selected from Ci_6 alkyl, 

(CH 2 ) r C3-6 cycloalkyl, and (CH 2 ) r phenyl substituted with 
0-3 R 14c , and a (CH 2 ) r -5-10 membered heterocyclic system 
10 containing 1-4 heteroatoms selected from N, O, and S, 

substituted with 0-2 R 14c ; and 



Q 



a : I 



Q 

s 

25 
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a t each occurrence, is selected from Ci-6 alkyl, 
(CH 2 ) r C 3 - 6 cycloalkyl, Cl, F, Br, I, CN, N0 2 , (CF 2 ) r CF 3 , 
(CH 2 ) r OCi_ 5 alkyl, OH, ( CH 2 ) w phenyl ; 



R l5, at each occurrence, is selected from Ci_ 8 alkyl, C 2 _ 8 

alkenyl, C 2 - 8 alkynyl, (CH 2 ) r C 3 -6 cycloalkyl, Cl, Br, I, 
F, N0 2 , CN, (CHR') r NRl5a R 15a' # (CHR') r OH, 
20 (CHR') r O(CHR') r R 15d , (CHR') r SH, (CHR' ) r C (O) H, 

(CHR') r S(CHR' ) r R 15d - (CHR' ) r C (O) OH, 
fl (CHR') r C(0) (CHR') r R 15b . (CHR* ) r C (O) NR 15a R 15a ' # 

J} (CHR' ) r NRl5f C (O) (CHR' ) r R 15b , (CHR' ) r C (O) O (CHR' ) r R 15d , 

(CHR')rOC(O) (CHR') r R 15b , (CHR* ) r C (=NR 15f ) NR 15a R 15a ' / 
(CHR' ) r NHC (=NRl5f ) NR 15f R 15f , (C HR' ) r S (O) p (CHR' ) r R 15b , 
(CHR') r S(0) 2 NRl 5a R 15a ', (CHR') r NR 15f S(0) 2 (CHR') r R 15b , C^e 
haloalkyl, C 2 . 8 alkenyl substituted with 0-3 R' , C 2 _ 8 
alkynyl substituted with 0-3 R' , (CHR' ) r phenyl 
substituted with 0-3 Rise, and a (CH 2 ) r -5-10 membered 
heterocyclic system containing 1-4 heteroatoms selected 
from N, O, and S, substituted with 0-2 R 15e ; 



R l5a an d Rl5a' , at each occurrence, are selected from H, Ci_6 
alkyl, C 2 _ 8 alkenyl, C 2 _ 8 alkynyl, a (CH 2 ) r -C 3 -io 
35 carbocyclic residue substituted with 0-5 R 15e , and a 

(CH 2 ) r -5-10 membered heterocyclic system containing 1-4 
heteroatoms selected from N, O, and S, substituted with 
0-2 R 15e ; 
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Rl5b f at each occurrence, is selected from Ci-6 alkyl, C 2 -8 

alkenyl, C 2 _ 8 alkynyl, a (CH 2 ) r -C 3 - 6 carbocyclic residue 
substituted with 0-3 R 15e , and (CH 2 ) r -5-6 membered 
5 heterocyclic system containing 1-4 heteroatoms selected 

from N, O, and S, substituted with 0-2 R 15e ; 

Ri5d < at each occurrence, is selected from C 2 _ 8 alkenyl, C 2 _ 8 
alkynyl, Ci_ 6 alkyl substituted with 0-3 R 15e , a 
10 (CH 2 ) r -C 3 -io carbocyclic residue substituted with 0-3 

Rise, and a (CH 2 ) r 5-6 membered heterocyclic system 
containing 1-4 heteroatoms selected from N, O, and S, 
substituted with 0-3 R 15e ; 

Ri5e # a t each occurrence, is selected from Ci_ 6 alkyl, C 2 _ 8 
j alkenyl, C 2 _ 8 alkynyl, (CH 2 ) r C 3 - 6 cycloalkyl, Cl, F, Br, 

2 I, CN, N0 2 , (CF 2 ) r CF 3 , (CH 2 ) r OCi_ 5 alkyl, OH, SH, 

m (CH 2 )rSCi- 5 alkyl, (CH 2 ) r NR 15f R 15f , and (CH 2 ) r phenyl ; 



R l5f # at each occurrence, is selected from H, C1-5 alkyl, C 3 -6 
cycloalkyl, and phenyl; 



Li 

m ci6 =1- Pac h occurrence, is selected from Ci_ 8 alkyl, C 2 _ 8 



R 16 , at each occurrence, 
^ alkenyl, C 2 _ 8 alkynyl, (CH 2 ) r C 3 - 6 cycloalkyl, Cl, Br, I, 

°25 F, N0 2 , CN, (CHR') r NR 16a R 16a \ (CHR') r 0H, 

(CHR') r O(CHR') r R 16d , (CHR') r SH, (CHR' ) r C (O) H, 
(CHR' ) r S (CHR' ) r R 15d , (CHR' ) r C (O) OH, 
(CHR')rC(O) (CHR') r R 16b , (CHR' ) r C (O) NR 16a R 16a ' , 
(CHR' ) r NRl6f C (O) (CHR' ) r R 16b , (CHR' ) r C (O) O (CHR' ) r R 16d , 
30 (CHR') r OC(0) <CHR') r Rl6 b , (CHR' ) r C ( =NR 16f ) NR 16a R 16a ' , 

(CHR' ) r NHC ( =NRl 6f ) NR 16f R 16f , (CHR' ) r S (O) p (CHR' ) r R 16b > 
(CHR') r S(0) 2 NRl 6a R 16a ', ( C HR') r NR 16f S(0) 2 (CHR') r R 16b , Ci_ 6 
haloalkyl, C 2 _ 8 alkenyl substituted with 0-3 R' , C 2 _ 8 
alkynyl substituted with 0-3 R' , and (CHR' ) r phenyl 
35 substituted with 0-3 R 16e ; 

R l6a an d R 16a ' , at each occurrence, are selected from H, Ci_ 6 
alkyl, C 2 _ 8 alkenyl, C 2 - 8 alkynyl, a (CH 2 ) r -C 3 _io 
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carbocyclic residue substituted with 0-5 R 16e , and a 
(CH 2 ) r -5-10 membered heterocyclic system containing 1-4 
heteroatoms selected from N, O, and S, substituted with 
0-2 R 16e ; 

5 

R 16b , at each occurrence, is selected from Ci-e alkyl , C 2 _s 
alkenyl, C 2 -8 alkynyl, a (CH 2 ) r C 3 - 6 carbocyclic residue 
substituted with 0-3 R 16e , and a (CH 2 ) r -5-6 membered 
heterocyclic system containing 1-4 heteroatoms selected 
10 from N, O, and S, substituted with 0-2 R 16e ; 

R l6d / at each occurrence, is selected from C 2 _8 alkenyl, C 2 _s 
alkynyl, Ci-e alkyl substituted with 0-3 R 16e , a 
(CH 2 ) r -C3-io carbocyclic residue substituted with 0-3 
R 16e , and a (CH 2 ) r -5-6 membered heterocyclic system 
containing 1-4 heteroatoms selected from N, O, and S, 
substituted with 0-3 R 16e ; 

Rl6e f at each occurrence, is selected from C1-6 alkyl, C 2 _s 

alkenyl, C 2 _ 8 alkynyl, (CH 2 ) r C 3 -6 cycloalkyl, Cl, F, Br, 
I, CN, N0 2 , (CF 2 ) r CF 3 , (CH 2 ) r OCi- 5 alkyl, OH, SH, 
(CH 2 ) r SCi_ 5 alkyl, (CH 2 ) r NR 16f R 16f , and ( CH 2 ) r pheny 1 ; 

R 16f , at each occurrence, is selected from H, C1-5 alkyl, and 
C3-6 cycloalkyl, and phenyl; 

v is selected from 0, 1, and 2 ; 

t is selected from 1 and 2 ; 
30 

w is selected from 0 and 1; 
r is selected from 0, 1, 2, 3, 4, and 5; 
3 5 q is selected from 1, 2, 3, 4, and 5; and 
p is selected from 1, 2, and 3. 



w 
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2. The compound according to Claim 1, wherein: 

R4 is absent, taken with the nitrogen to which it is attached 
to form an N-oxide, or selected from Ci-8 alkyl, 
(CH 2 ) r C 3 -6 cycloalkyl, and (CH 2 ) r -phenyl substituted with 

0-3 R 4c ; 

R 4c , at each occurrence, is selected from Ci_6 alkyl, C2-8 

alkenyl, C 2 _ 8 alkynyl, C3-6 cycloalkyl, CI, F, Br, I, CN, 
N0 2 , (CF 2 ) r CF 3 , (CH 2 )rOCi- 5 alkyl, (CH 2 ) r OH, (CH 2 ) r SCi_ 5 
alkyl, ( CH 2 ) r NR 4a R 4a ' , and ( CH 2 ) r pheny 1 ; 

r2 i s selected from H and Ci_4 alkyl; 

r6, at each occurrence, is selected from Ci_4 alkyl, C 2 -8 

alkenyl, C 2 _ 8 alkynyl, (CH 2 ) r C 3 _ 6 cycloalkyl, (CF 2 ) r CF 3 , 
CN, (CH 2 ) r OH, (CH 2 ) r OR 6b , (CH 2 ) r C(0)R 6b , 

(CH 2 ) r C(0)NR 6a R 6a \ (CH 2 ) r NR 6d C(0)R 6a , and (CH 2 ) t phenyl 
substituted with 0-3 R 6c ; 

R 6a and R 6a ', at each occurrence, are selected from H, C±-e 

alkyl, C 3 - 6 cycloalkyl, and phenyl substituted with 0-3 
R 6c ; 

R 6h r at each occurrence, is selected from Ci_6 alkyl, C 3 _6 
cycloalkyl, and phenyl substituted with 0-3 R 6c ; 

R 6c , at each occurrence, is selected from Ci_6 alkyl, C 3 -6 

cycloalkyl, Cl, F, Br, I, CN, N0 2 , (CF 2 ) r CF 3 , (CH 2 ) rOCi-s 
alkyl, (CH 2 ) r OH, (CH 2 ) r SCi- 5 alkyl, and (CH 2 ) r NR6d R 6d. 

R 6d / at each occurrence, is selected from H, Ci_ 6 alkyl, and 
C 3 -6 cycloalkyl; 

r7, is selected from H, Ci- 3 alkyl, (CH 2 ) r C 3 _ 6 cycloalkyl, 
(CH 2 ) q OH, (CH 2 ) q OR 7d , (CH 2 ) qNR 7a R 7a ' , (CH 2 ) r C (O) R 7b , 
(CH 2 ) r C(0)NR 7a R 7a ', (CH 2 ) q NR 7a C (O) R 7a , Ci- 6 haloalkyl , 
(CH 2 ) r phenyl with 0-2 R 7c ; 
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R 7a and R 7a ', at each occurrence, are selected from H, Ci_6 

alkyl, (CH 2 ) r C3-6 cycloalkyl, a (CH 2 ) r phenyl substituted 
with 0-3 R 7e ; 

5 

R 7b / at e ach occurrence, is selected from Ci_6 alkyl, C 2 _ 8 
alkenyl, C 2 _ 8 alkynyl, (CH 2 ) r C 3 - 6 cycloalkyl, 
(CH 2 ) r phenyl substituted with 0-3 R 7e ; 

10 R 7c , at each occurrence, is selected from Ci_4 alkyl, C 2 _ 8 

alkenyl, C 2 _ 8 alkynyl, (CH 2 ) r C 3 - 6 cycloalkyl, CI, Br, I, 
F, (CF 2 ) r CF 3 , N0 2 , CN, (CH 2 ) r NR 7f R 7f , (CH 2 ) r OH, (CH 2 ) r OCi_ 
4 alkyl, (CH 2 ) r C(0)R 7b , (CH 2 ) r C (0)NR 7f R 7f , 
(CH 2 ) r NR 7f C(0)R 7a , (CH 2 ) r S(0) p R 7b , (CH 2 ) r S (O) 2 NR 7f R 7f , 
fjj.5 (CH 2 ) r NR 7f S(0) 2 R 7b , and (CH 2 ) r phenyl substituted with 0-2 

u7e. 



m 



stsifc 

m R 7d , at each occurrence, is selected from Ci_6 alkyl, 

Q (CH 2 ) r C 3 -6 cycloalkyl, (CH 2 ) r phenyl substituted with 0-3 

.20 R 7e ; 

Q R 7e / at each occurrence, is selected from Ci-6 alkyl, C 2 _s 
m alkenyl, C 2 _ 8 alkynyl, C 3 - 6 cycloalkyl, CI, F, Br, I, CN, 

□ N0 2 , (CF 2 ) r CF 3 , (CH 2 )rOCi- 5 alkyl, OH, SH, (CH 2 ) r SCi_ 5 

**25 alkyl, (CH 2 ) r NR 7f R 7f , and ( CH 2 ) r pheny 1 ; 

R 7f , at each occurrence, is selected from H, C1-5 alkyl, and 
C 3 -6 cycloalkyl; 

3 0 R 8 is H or joins with R 7 to form =NR 8b ; 

R 9 , is selected from H, Ci_ 3 alkyl, (CH 2 ) r C 3 - 6 cycloalkyl, 
(CH 2 ) r OH, (CH 2 ) r OR 9d , (CH 2 ) r NR 9a R 9a ' , (CH 2 ) r C (O) R 9b , 
(CH 2 ) r C(0)NR 9a R 9a ' , (CH 2 ) r NR 9a C(0)R 9a , Ci_ 6 haloalkyl, 
35 (CH 2 ) r phenyl with 0-2 R 9c , (CH 2 ) r -5-10 membered 

heterocyclic system containing 1-4 heteroatoms selected 
from N, O, and S, substituted with 0-3 R 15 ; 
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r9\ is selected from H, C1-3 alkyl, (CH 2 ) r C 3 -6 cycloalkyl, 
(CH 2 ) r OH, (CH 2 ) r OR 9 <*, ( CH 2 ) r NR 9 a R 9a ' , ( CH 2 ) r C ( O ) R 9b , 
(CH 2 ) r C(0)NR 9a R 9a \ (CH 2 ) r NR 9a C(0)R 9a , Ci_ 6 haloalkyl , 
(CH 2 ) r phenyl with 0-2 R 9c , (CH 2 ) r -5-10 membered 
heterocyclic system containing 1-4 heteroatoms selected 
from N, 0, and S, substituted with 0-3 R 15 ; 

R 9a an d R 9a ' , at each occurrence, are selected from H, C1-6 

alkyl, (CH 2 ) r C 3 - 6 cycloalkyl, a (CH 2 ) r phenyl substituted 

with 0-3 R 9e ; 

R 9b 7 a t each occurrence, is selected from C1-6 alkyl, C 2 _ 8 
alkenyl, C 2 _ 8 alkynyl, (CH 2 ) r C 3 -6 cycloalkyl, 
(CH 2 ) r phenyl substituted with 0-3 R 9e ; 

p9c t a t each occurrence, is selected from C1-4 alkyl, C 2 _ 8 

alkenyl, C 2 - 8 alkynyl, (CH 2 ) r C 3 - 6 cycloalkyl, CI, Br, I, 
F, (CF 2 ) r CF 3 , N0 2 , CN, (CH 2 ) r NR 9f R 9f , (CH 2 ) r OH, (CH 2 ) r OCi_ 
4 alkyl, (CH 2 ) r C(0)R 9b , (CH 2 ) r C (0)NR 9f R 9f , 
(CH 2 ) r NR 9f C(0)R 9a , (CH 2 ) r S(0) p R 9b , (CH 2 ) r S (O) 2 NR 9f R 9f , 
(CH 2 ) r NR 9f S(0) 2 R 9b , and (CH 2 ) r phenyl substituted with 0-2 

R 9e ; 

R 9d / a t each occurrence, is selected from C1-6 alkyl, 

(CH 2 ) r C 3 - 6 cycloalkyl, (CH 2 ) r phenyl substituted with 0-3 

R 9e ; 

R9e, at each occurrence, is selected from C1-6 alkyl, C 2 _ 8 

alkenyl, C 2 _ 8 alkynyl, C3-6 cycloalkyl, Cl, F, Br, I, CN, 
N0 2 , (CF 2 ) r CF 3 , {CH 2 ) r OCi_ 5 alkyl, OH, SH, (CH 2 ) r SCi_ 5 
alkyl, (CH 2 ) r NR 9f R 9f , and ( CH 2 ) r pheny 1 ; 

R9f, at each occurrence, is selected from H, C3.-5 alkyl and 
C 3 -6 cycloalkyl; 

Rio is H; 
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Rii, is selected from H, C1-3 alkyl, (CH 2 ) r C 3 -6 cycloalkyl, 
(CH 2 ) q OH, <CH 2 )qOR lld , (C H 2 ) q NRl^R lla ', (CH 2 ) r C (0) R llb , 
(CH 2 ) r C(0)NR lla R lla \ (CH 2 ) q NRl la C (O) R lla , Ci_ 6 haloalkyl, 
(CH 2 ) r phenyl with 0-2 R llc . (CH 2 ) r -5-10 membered 
heterocyclic system containing 1-4 heteroatoms selected 
from N, O, and S, substituted with 0-3 R 15 ; 

Rii', is selected from H, C1-3 alkyl, (CH 2 ) r C 3 -6 cycloalkyl, 
' (CH 2 ) q OH, (CH 2 ) q ORHd, (C H 2 ) q NR lla R lla ' . (CH 2 ) r C (O) R"b, 
(CH 2 ) r C(0)NRl la R lla ', (CH 2 ) g NR lla C (O) R lla , Ci_ 6 haloalkyl , 
(CH 2 ) r phenyl with 0-2 R llc , (CH 2 ) r -5-10 membered 
heterocyclic system containing 1-4 heteroatoms selected 
from N, O, and S, substituted with 0-3 R 15 ; 

R lla an d R lla ', at each occurrence, are selected from H, Ci_6 
alkyl, (CH 2 ) r C 3 -6 cycloalkyl, a (CH 2 ) r phenyl substituted 

with 0-3 R lle ; 

Rllb, a t each occurrence, is selected from C3.-6 alkyl, C 2 _g 
alkenyl, C 2 _ 8 alkynyl, (CH 2 ) r C 3 - 6 cycloalkyl, 
(CH 2 ) r Phenyl substituted with 0-3 R lle ; 

Rllc, at each occurrence, is selected from Ci_ 4 alkyl, C 2 _ 8 

alkenyl, C 2 - 8 alkynyl, (CH 2 ) r C 3 - 6 cycloalkyl, Cl, Br, I, 
F, (CF 2 ) r CF 3 , N0 2 , CN, (CH 2 ) r NR llf R llf , (CH 2 ) r OH, 

{CH 2 ) r OCi_ 4 alkyl, (CH 2 ) r C (O) Rl lb , (CH 2 ) r C (O) NRH f R llf , 

(CH 2 ) r NR llf C (0)R lla , (CH 2 ) r S (0) p R llb , 

(CH 2 ) r S(0) 2 NRl lf R llf , (CH 2 ) r NRl lf S(0) 2 R llb , and 

(CH 2 ) r phenyl substituted with 0-2 R lle ; 

R lld # at each occurrence, is selected from C3.-6 alkyl, 

(CH 2 ) r C 3 -6 cycloalkyl, (CH 2 ) r phenyl substituted with 0-3 
R lle. 

Rlle, a t each occurrence, is selected from Ci_6 alkyl, C 2 _s 

alkenyl, C 2 _ 8 alkynyl, C3-6 cycloalkyl, Cl, F, Br, I, Ct 
N0 2 , (CF 2 ) r CF 3 , (CH 2 ) r OCi_ 5 alkyl, OH, SH, (CH 2 ) r SCi_ 5 
alkyl, (CH 2 ) r NR llf R llf / and ( CH 2 ) r phenyl ; 
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R llf # a t each occurrence, is selected from H, Ci-s alkyl and 
C 3 -6 cycloalkyl; 

5 R 12 is H; 

R l3 f a t each occurrence, is selected from Ci_4 alkyl, C 3 _ 6 
cycloalkyl, (CH 2 ) NRl 3a R 13a ' , (CH 2 )OH, (CH 2 )OR 13b , 
(CH 2 )wC(0)Rl 3b , (CHzJwCtONR^aRlSa', (CH 2 ) NRl 3d C (O) R* 3a , 
10 (CH 2 ) w S(0) 2 NR 13a R 13a ', (CH 2 )NR 13d S(0) 2 R 13b , and 

(CH 2 ) W -Phenyl substituted with 0-3 R 13c ; 

R l3a and R 13a ' , at each occurrence, are selected from H, Ci_6 
alkyl, C3-6 cycloalkyl, and phenyl substituted with 0-3 

R 13c. 



Rl3b t a t each occurrence, is selected from Ci_ 6 alkyl, C 3 _6 
Uj cycloalkyl, and phenyl substituted with 0-3 R 13c ; 



R l3c # at each occurrence, is selected from C1-6 alkyl, C3-6 
H cycloalkyl, Cl, F , Br, I, CN, N0 2 , (CF 2 ) r CF 3 , (CH 2 ) r OCi_ 5 

alkyl, (CH 2 ) r OH, and (CH 2 ) r NR 13d R 13d ; 
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R i3d f at each occurrence, is selected from H, C1-6 alkyl, and 



25 C3-6 cycloalkyl; 

v is selected from 1 and 2 ; 

q is selected from 1, 2, and 3; and 

r is selected from 0, 1, 2, and 3. 

3. The compound according to Claim 2, wherein: 

35 R 3 is selected from a (CR 3 'H) r -carbocyclic residue 

substituted with 0-5 R 15 , wherein the carbocyclic 
residue is selected from phenyl, C3-6 cycloalkyl, 
naphthyl, and adamantyl; and a (CR 3 'H) r -heterocyclic 



190 



10 



03 



83 



25 



system substituted with 0-3 R 15 , wherein the 
heterocyclic system is selected from pyridinyl, 
thiophenyl, furanyl, indazolyl, benzothiazolyl , 
benzimidazolyl , benzothiophenyl , benzof uranyl , 
benzoxazolyl, benzisoxazolyl, quinolinyl , isoquinolinyl , 
imidazolyl, indolyl, isoindolyl, piperidinyl, 
pyrrazolyl , 1,2, 4 - triazolyl , 1,2, 3 - triazolyl , 
tetrazolyl, thiazolyl, oxazolyl, pyrazinyl, and 
pyrimidinyl ; and 



R 5 is selected from (CR 5 'H) t -phenyl substituted with 0-5 R 16 ; 
and a (CR 5 'H) t ~heterocyclic system substituted with 0-3 
R 16^ wherein the heterocyclic system is selected from 
pyridinyl, thiophenyl, furanyl, indazolyl, 
y|_5 benzothiazolyl , benz imidazolyl , benzothiophenyl , 

benzof uranyl , benzoxazolyl , benzisoxazolyl , quinolinyl , 
isoquinolinyl, imidazolyl, indolyl, isoindolyl, 
piperidinyl, pyrrazolyl, 1 , 2 , 4- triazolyl , 1,2,3- 
H triazolyl, tetrazolyl, thiazolyl, oxazolyl, pyrazinyl, 



3 20 and pyrimidinyl. 



4. The compound according to Claim 3, wherein: 
R 4 is absent; and 

R9, r9\ Rio, Rii, Rii', Ri2 # and R 13 are H. 



5. The compound according to Claim 4, wherein the 

3 0 R 16 , at each occurrence, is selected from Ci-s alkyl, 
(CH 2 ) r C 3 - 6 cycloalkyl, CF 3 , CI, Br, I, F, 

(CH 2 )rNR 16a R 16a \ N0 2 , CN, OH, (CH 2 ) r OR 16d , (CH^rCtOJR 1 
( CH 2 ) r C ( O ) NR 1 6a R! 6a ' , ( CH 2 ) rNR 1 6 f C { O ) R 1 6b , ( CH 2 ) r S ( O ) pR 1 € 
(CH 2 ) r S (O) 2 NR 16a R 16a ' , (CH 2 ) r NR 16f S (O) 2 R 16b , and 
35 (CH 2 ) r phenyl substituted with 0-3 R 16e ; 



191 



10 



fit 



r t k 



^20 



R 16a and R 16a ' , at each occurrence, are selected from H, Ci_ 6 
alkyl, C3-6 cycloalkyl, and (CH 2 ) r phenyl substituted 
with 0-3 R 16e ; 

R i6b / a t each occurrence, is selected from H, Ci-e alkyl, C 3 _e 
cycloalkyl, and (CH 2 ) r Phenyl substituted with 0-3 R 16e ; 

R l6d / at each occurrence, is selected from C1-6 alkyl and 
phenyl ; 

R 16e , at each occurrence, is selected from Ci-e alkyl, CI, F, 
Br, I, CN, N0 2 , (CF 2 >rCF 3 , OH, and (CH 2 ) r OCi- 5 alkyl; and 

R l6f / at each occurrence, is selected from H, and C1-5 alkyl. 



fl 6. The compound according to Claim 5, wherein R 5 is 



U CH 2 -phenyl substituted with 0-3 R 16 . 

7. The compound according to Claim 6, wherein: 



R 3 is selected from a carbocyclic residue substituted with 0- 
3 R l5 t wherein the carbocyclic residue is selected from 
phenyl and C 3 - 6 cycloalkyl; and a heterocyclic system 
substituted with 0-3 R 15 , wherein the heterocyclic 
25 system is selected from pyridinyl, thiophenyl , furanyl, 

indazolyl , benzothiazolyl , benzimidazolyl , 
benzothiophenyl , benzof uranyl , benzoxazolyl , 
benzisoxazolyl , quinolinyl , isoquinolinyl , imidazolyl , 
indolyl, isoindolyl, piperidinyl, pyrrazolyl, 1,2,4- 
3 0 triazolyl , 1,2,3- triazolyl , tetrazolyl , thiazolyl , 

oxazolyl, pyrazinyl, and pyrimidinyl . 

8. The compound according to Claim 7, wherein: 

35 R 15 , at each occurrence, is selected from Ci-s alkyl, 
(CH 2 ) r C 3 - 6 cycloalkyl, CF 3/ CI, Br, I, F, 

<CH 2 ) r NR 15a R 15a \ N0 2 , CN, OH, (CH 2 ) r OR 15d , (CH 2 ) r C (O) R 15b , 
( CH 2 ) r C ( O ) NRl 5a R l 5a ' , ( C H 2 ) r NR* 5 f C ( O ) R 1 5b , ( CH 2 ) r S ( O ) p R* 5b , 
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(CH 2 ) r S (O) 2 NR 15a R 15a ' , (CH 2 ) r NR 15f S (O) 2 R 15b , (CH 2 ) r phenyl 
substituted with 0-3 R 15e , and a (CH 2 ) r -5-6 membered 
heterocyclic system containing 1-4 heteroatoms selected 
from N, O, and S, substituted with 0-2 R 15e ; 

R 15a and R 15a ', at each occurrence, are selected from H, C±-s 
alkyl, C3_6 cycloalkyl, and (CH 2 ) r phenyl substituted 
with 0-3 R 15e ; 

R 15b , at each occurrence, is selected from H, Ci_e alkyl, C3_6 
cycloalkyl, and (CH 2 ) r phenyl substituted with 0-3 R 15e ; 

R 15d , at each occurrence, is selected from Ci_e alkyl and 
phenyl ; 

R 15e , at each occurrence, is selected from Ci_6 alkyl, Cl, F, 
Br, I, CN, N0 2 , (CF 2 ) r CF 3 , OH, and (CH 2 ) r OCi_ 5 alkyl; and 

R 15f , at each occurrence, is selected from H, and C1-5 alkyl. 

9. The compound according to Claim 8, wherein E is 
-CR 7 R 8 - . 

10. The compound according to Claim 9, wherein: 

Z is selected" from C(0)NR 2 R 3 , C ( =NR 1 ) NR 2 R 3 , C ( =CHCN) NR 2 R 3 , 
C (=CHN0 2 )NR 2 R 3 , and C ( =C (CN) 2 ) NR 2 R 3 . 

11. The compound according to Claim 10, wherein: 
R 6 is H; and 

when K is CHR 5 , either: 

1) M is absent, or 

2) Z is other than C(0)NR 2 R 3 . 

12. The compound according to Claim 11, wherein E is 
-CH 2 -. 

13. The compound according to Claim 11, wherein: 
Y is selected from: 



R 10 R11 R 10 R11 R 10 R11 R 12 R 11 




14. The compound according to Claim 13, wherein: 
Y is selected from: 




15. The compound according to Claim 11, wherein: 
R 16 , at each occurrence, is selected from Ci_s alkyl, 

(CH 2 ) r C 3 _ 6 cycloalkyl, CF 3 , CI, Br, I, F, 
(CH 2 ) r NR 16a R 16a ', CN, OH, OCF 3# (CH 2 ) r OR 16d , 
(CH 2 ) r C(0)R 16b ; 

R 16a and R 16a ', at each occurrence, are selected from H, Ci-6 
alkyl, and C3-6 cycloalkyl; 

R 16b , at each occurrence, is selected from H, Ci_e alkyl, C3- 
cycloalkyl, and (CH 2 ) r phenyl substituted with 0-3 R 16e ; 

R 16d , at each occurrence, is selected from Ci_e alkyl and 
phenyl . 

16. The compound according to Claim 15, wherein R 16 is 
selected from F, CI, Br, OCF 3 , and CF 3 . 
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17. The compound according to Claim 11, wherein: 

r15 / at each occurrence, is selected from CN,C(0)R 15b , and a 
(CH 2 ) r -5-6 membered heterocyclic system containing 1-4 
heteroatoms selected from N, 0, and S, substituted with 
0-2 R 15e ; 

R l5b / at each occurrence, is selected from H, Ci_6 alkyl, C 3 _ 6 
- cycloalkyl, and (CH 2 ) r phenyl substituted with 0-3 R 15e ; 



R i5e / at each occurrence, is selected from Ci_6 alkyl, CI, F, 
Br, I, CN, N0 2 , (CF 2 ) r CF 3 , OH, and (CH 2 ) r OCi_5 alkyl. 

18. The compound according to Claim 15, wherein: 

R 15 , at each occurrence, is selected from CN, C(0)R 15b , and a 
(CH 2 ) r -5-6 membered heterocyclic system containing 1-4 
heteroatoms selected from N, O, and S, substituted with 
0-2 R 15e ; 

R l5b / at each occurrence, is selected from Ci_e alkyl, C3_6 

cycloalkyl, and (CH 2 ) r phenyl substituted with 0-3 R 15e ; 



R 15e , at each occurrence, is selected from Ci_6 alkyl, CI, F, 
Br, I, CN, N0 2 , (CF 2 ) r CF 3 , OH, and (CH 2 ) r OCi_ 5 alkyl. 

19. The compound according to Claim 11, wherein: 

J and Q are CH 2 ; and 
M is absent or CH 2 . 

20. The compound according to Claim 15, wherein: 
E is -CH 2 -; and 

Y is selected from: 



and 



and 
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R 10 011 R* R" 

and R . 



21. The compound according to Claim 17, wherein: 
E is -CH 2 - ; and 
Y is selected from: 



R io rii R 12 P 11 

R9^_4 R 12 rio-4r« 

and ^RirR" 



22. The compound according to Claim 19, wherein: 

Y is: 



R10 R11 

-(!^R" 



,12 

R 9 ^ N-Z 

R10 



R 9 " R 12 

23. The compound according to Claim 19, wherein: 



Y is 



R 12 P 11 
* 11 ) ( R 



R 12 
Z 



R 11 ' R , and X is selected from O and NR 14 . 
24. The compound according to Claim 22, wherein K is 



CH 0 



25. The compound according to Claim 23, wherein K is 

CH 2 . 

26. The compound according to Claim 1, wherein: 
Z is selected from C(=NR 1 )NR 2 R 3 and C <=C (CN) 2 )NR 2 R 3 . 
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27. The compound according to Claim 2, wherein: 
Z is selected from C(=NR 1 )NR 2 R 3 and C (=C (CN) 2 ) NR 2 R 3 . 

28. The compound according to Claim 4, wherein: 
5 Z is selected from C(=NR 1 )NR 2 R 3 and C (=C (CN) 2 ) NR 2 R 3 . 

29. The compound according to Claim 7, wherein: 
Z is selected from C(=NR 1 )NR 2 R 3 and C (=C (CN) 2 ) NR 2 R 3 . 

10 30. The compound according to Claim 13, wherein: 

Z is selected from C(=NR X )NR 2 R 3 and C (=C (CN) 2 ) NR 2 R 3 . 

31. The compound according to Claim 22, wherein: 

Z is selected from C(=NCN)NR 2 R 3 and C (=C (CN) J NR 2 R 3 . 



™&5 



S3 



2 



35 



32. The compound according to Claim 23, wherein: 
Z is selected from C(=NCN)NR 2 R 3 and C ( =C ( CN ) ) NR 2 R 3 . 



U.J 33. The compound according to Claim 24, wherein: 

"20 Z is selected from C (=NCN) NHR 3 and C (=C (CN) 2 ) NHR 3 ; and R 16 is 



selected from F, Cl, Br, OCF,, and CF, . 



qj 34. The compound according to Claim 25, wherein: 

□ Z is selected from C(=NCN)NHR 3 and C (=C (CN) 2 )NHR 3 ; and R 16 is 

25 selected from F, Cl, Br, OCF 3 , and CF 3 . 

35. The compound according to Claim 14, wherein: 
Z is selected from C(=NCN)NR 2 R 3 and C (=C (CN) 2 )NR 2 R 3 . 

30 36. The compound according to Claim 11, wherein R 3 is 

phenyl substituted with 0-3 R 15 . 

37. The compound according to Claim 14, wherein R 3 is 
phenyl substituted with 0-3 R 15 . 



38. The compound according to Claim 17, wherein R 3 is 
phenyl substituted with 0-3 R 15 . 
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39. The compound according to Claim 14, wherein: 
R 3 is phenyl substituted with 0-3 R 15 ; 

Z is selected from C(=NR 1 )NR 2 R 3 and C ( =C ( CN ) 2 ) NR 2 R 3 ; 
J and Q are CH 2 ; and 
M is absent or CH 2 . 

40. The compound according to Claim 1, wherein the 
compound of formula I is selected from: 

( + /-) -N-phenyl-3- [ [4- (phenylmethyl) -1-piperidinyl] methyl] -1- 
piper idinecarboxamide , 

( + /-) -N- (3-methoxyphenyl) -3- [ [4- (phenylmethyl) -1-piperidinyl] 
methyl] -1 -piper idinecarboxamide, 

( + /-) -N- (3-carboethoxyphenyl) -3- [ [4- (phenylmethyl) -1- 
piper idinyl ] methyl ] - 1 -piper idinecarboxamide , 

( + /-) -N- (3-cyanophenyl) -3- [ [4- (phenylmethyl) -1- 

piperidinyl ] methyl ] -1-piperidinecarboxamide , 

(+/-) -N- (1-adamantyl) -3- [ [4- (phenylmethyl) -1-piperidinyl] 
methyl] -1-piperidinecarboxamide, 



N-phenyl-4- [ [4- (phenylmethyl) -1-piperidinyl] methyl] -1- 
piperidinecarboxamide , 

N- (3-cyanophenyl) -4- [ [4- (phenylmethyl) -1-piperidinyl] methyl] - 
1 -piper idinecarboxamide , 

N- (1-adamantyl) -4- [ [4- (phenylmethyl) -1-piperidinyl] methyl] -1- 
piper idinecarboxamide , 

N- (3-methoxyphenyl) -4- [ [4- (phenylmethyl ) -1-piperidinyl] 
methyl] -1-piperidinecarboxamide, 

N- (3-carboethoxyphenyl) -4- [ [4- (phenylmethyl) -1-piperidinyl] 
methyl] -1-piperidinecarboxamide, 
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l-benzoyl-4- [ [4- (phenylmethyl) -1-piperidinyl] methyl] 
piperidine, 

5 l-phenylacetyl-4- [ [4- (phenylmethyl) -1-piperidinyl] methyl] 
piper idine, 

1- (3 , 4-dimethoxybenzoyl) -4- [ [4- (phenylmethyl ) -1-piperidinyl ] 
methyl ] piperidine , 

10 

1- (3 , 5-dichlorobenzoyl) -4- [ [4- (phenylmethyl) -1-piperidinyl] 
methyl ] piperidine , 

!_ o t 5-dif luorobenzoyl) -4- [ [4- (phenylmethyl) -1-piperidinyl] 
methyl ] piperidine , 

1- (3 , 5-dimethoxybenzoyl) -4- [ [4- (phenylmethyl) -1-piperidinyl] 
methyl ] piperidine , 

1- (3 , 4-methylenedioxybenzoyl) -4- [ [4- (phenylmethyl) -1- 
piper idinyl ] methyl ] piperidine , 

1- (2-thiophenesulfonyl) -4- [ [ (4- (phenylmethyl) -1-piperidinyl] 
methyl] -piperidinecarboxamide, 

1- (3-methoxyphenylacetyl) -4- [ [4- (phenylmethyl) -1-piperidinyl] 
methyl ] piperidine , 

1- (4-methoxyphenylacetyl) -4- [ [4- (phenylmethyl) -1-piperidinyl] 
3 0 methyl ] piperidine , 

(+/_) -N-phenyl-3- [ [4- [ (4-f luorophenyl) methyl] -1-piperidinyl] 
methyl] -1-piperidinecarboxamide, 

35 (+/-) -N- (3-cyanophenyl) -3- [ [4- [ (4-f luorophenyl) methyl] -1- 
piper idinyl ] methyl ] - 1 -piperidinecarboxamide , 
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(+/-) -N- (1-adamantylphenyl) -3- [ [4- [ (4-f luorophenyl) methyl] -1- 
piper idinyl ] methyl ] - 1-piper idinecarboxamide , 

(+/-) -N- (3-carboethoxyphenyl) -3- [ [4- [ (4-f luorophenyl) methyl] - 
1 -piper idinyl ] methyl ] - 1 -piper idinecarboxamide , 

(+/-) -N- (4-f luorophenyl) -3- [ [4- [ (4-f luorophenyl) methyl] -1- 
piper idinyl ] methyl ] -1-piper idinecarboxamide , 

(+/-) -N- (3-methoxyphenyl) -3- [ [4- [ ( 4-f luorophenyl ) methyl ] -1- 
piper idinyl ] methyl ] -1 -piper idinecarboxamide , 

(+/_) -N- (3-cyanophenyl) -3- [ [4- [ (4-f luorophenyl) methyl] -1- 
piper idinyl] ethyl] -1-piper idinecarboxamide, 

( + /-) -N- (3-carboethoxyphenyl) -3- [ [4- [ (4-f luorophenyl) methyl] - 
1-piperidinyl] ethyl] -l-piperidinecarbbxamide, 

(+/-) -N- (4-carboethoxyphenyl) -3- [ [4- [ (4-f luorophenyl) methyl] - 
1-piperidinyl] ethyl] -1-piperidinecarboxamide, 

(+/_) - N - (4-f luorophenyl) -3- [ [4- [ (4-f luorophenyl) methyl] -1- 
piper idinyl] ethyl] -1-piperidinecarboxamide, 

(+/-) -N- (1-adamantylphenyl) -3- [ [4- [ (4-f luorophenyl) methyl] -1- 
piperidinyl] ethyl] -1-piperidinecarboxamide, 

(+/.) -N-phenyl-3- [ [4- [ (4-f luorophenyl) methyl] -1-piperidinyl] 
ethyl] -1-piperidinecarboxamide, 

(+/-) -N- (3-methoxyphenyl) -3- [ [4- [ (4-f luorophenyl) methyl] -1- 
piperidinyl] ethyl] -1-piperidinecarboxamide, 

(+/-) -l-phenylsulfonyl-3- [ [4- [ (4-f luorophenyl) methyl] -1- 
piper idinyl] ethyl] -piperidinecarboxamide, 

(+/_) -l -benzoyl -3- [ [4- [ (4-f luorophenyl) methyl] -1-piperidinyl] 
ethyl] -1-piperidinecarboxamide, 



( + /-) -l-benzyloxycarbonyl-3- [ [4- [ ( 4-f luorophenyl ) methyl ] -1- 
piper idinyl ] ethyl ] - 1 -piper idinecarboxamide , 

( + /-) -N-phenyl-3- [ [4- [ (4 -fluorophenyl) methyl] -1 -piper idinyl] 
methyl ] - 1 -pyrrol idinecarboxamide , 

(+/-) -N- (3-cyanophenyl) -3- [ [4- [ (4 -fluorophenyl ) methyl] -1- 
piper idinyl ] methyl ] - 1 -pyrrol idinecarboxamide , 

(+/-) -N- (3-methoxyphenylj -3- [ [4- [ (4-f luorophenyl) methyl] -1- 
piper idinyl ] methyl ] -1 -pyrrol idinecarboxamide , 

(+/-) -N- (4 -fluorophenyl) -3- [ [4- [ (4-f luorophenyl) methyl] -1- 
piperidinyl ] methyl ] -1 -piper idinecarboxamide , 

(+/-) -N- (3-carboethoxyphenyl) -3- [ [4- [ (4-f luorophenyl) methyl] 
1 -piper idinyl ] methyl ] - 1 -pyrrol idinecarboxamide , 

( + /-) -N- (4-carboethoxyphenyl) -3- [ [4- [ (4-f luorophenyl) methyl] 
1-piperidinyl] methyl] -1-pyrrolidinecarboxamide , 

(+/-) -N- (1-adamantylphenyl) -3- [ [4- [ (4-f luorophenyl ) methyl] -1 
piper idinyl ] methyl ] -1-pyrrolidinecarboxamide , 

(+/-) -N-phenyl-2- [ [4-[ (4-f luorophenyl) methyl] -1-piperidinyl] 
ethyl] -1 -piper idinecarboxamide, 

(+/-) -N- (3-cyanophenyl) -2- [ [4- [ (4-f luorophenyl) methyl] -1- 
piper idinyl] ethyl] -1 -piper idinecarboxamide, 

(+/-) -N- (3-methoxyphenyl) -2- [ [4- [ (4-f luorophenyl) methyl] -1- 
piper idinyl ] ethyl ] -1 -piper idinecarboxamide , 

(+/-) -N- (4-f luorophenyl) -2- [ [4- [ (4-f luorophenyl) methyl] -1- 
piper idinyl] ethyl] -1 -piper idinecarboxamide, 



201 



(+/-) -N- (3-carboethoxyphenyl) -2- [ [4- [ (4-f luorophenyl) methyl] 
1-piperidinyl] ethyl] -1-piperidinecarboxamide, 

( + /-) _ N _ (4-carboethoxyphenyl) -2- [ [4- [ (4-f luorophenyl) methyl] 
5 1-piperidinyl] ethyl] -1-piperidinecarboxamide, 

( + /-) _ N - (l-adamantylphenyl) -2- [ [4- [ (4-f luorophenyl) methyl] -1 
piperidinyl] ethyl] -1-piperidinecarboxamide, 

10 ( + /-) -N-phenyl-2- [ [4- [ (4-f luorophenyl) methyl] -1-piperidinyl] 
methyl] -1-piperidinecarboxamide, 

( + /-) _ N _ (3-cyanophenyl) -2- [ [4- [ (4-f luorophenyl) methyl ] -1- 
piper idinyl ] methyl ] - 1-piperidinecarboxamide , 

( + /-) _ N _ (3-methoxyphenyl) -2- [ [4- [ (4-f luorophenyl) methyl] -1- 
piper idinyl ] methyl ] - 1 -piper idinecarboxamide , 

(+/-) -N- (4-f luorophenyl) -2- [ [4- [ (4-f luorophenyl) methyl] -1- 
piper idinyl ] methyl ] - 1-piperidinecarboxamide , 

(+/_) - N _ (3-carboethoxyphenyl) -2- [ [4- [ (4-f luorophenyl) methyl] 
1 -piperidinyl ] methyl ] - 1 -piper idinecarboxamide , 

(+/_) _ N _ (4-carboethoxyphenyl) -2- [ [4- [ (4-f luorophenyl) methyl] 
1 -piperidinyl ] methyl ] - 1 -piper idinecarboxamide , 

(+/-) -N- (l-adamantylphenyl) -2- [ [4- [ (4-f luorophenyl) methyl] -1 
piperidinyl ] methyl ] - 1-piperidinecarboxamide , 
30 

( + /-) _ N _ (3-cyanophenyl) -2- [ [4- [ (4-f luorophenyl) methyl] -1- 
piper idinyl ] methyl ] -4 -morphol inecarboxamide , 

(+/-) -N- (3-carboethoxyphenyl) -2- [ [4- [ (4-f luorophenyl) methyl] 
35 1-piperidinyl] methyl] -4-morpholinecarboxamide, 

(+/-) -N- (4-carboethoxyphenyl) -2- [ [4- [ (4-f luorophenyl) methyl] 
1-piperidinyl] methyl] -4-morpholinecarboxamide, 
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* * 

(+/-) -N- ( 4-f luorophenyl ) -2- [ [4- [ (4-f luorophenyl) methyl] -1- 
piperidinyl ] methyl ] -4-morpholinecarboxamide , 

5 (+/-) -N- (1-adamantylphenyl) -2- [ [4- [ (4-f luorophenyl) methyl] -1- 
piper idinyl ] methyl ] -4-morpholinecarboxamide , 

(+/-) -N-phenyl-2- [ [4-[ (4-f luorophenyl ) methyl ] -1 -piper idinyl] 
methyl] -4-morpholinecarboxamide, 

10 

( + /-) -N- (3-methoxyphenyl) -2- [ [4- [ (4-f luorophenyl) methyl] -1- 
piper idinyl ] methyl ] -4-morpholinecarboxamide , 

(+/-) -N- (3-cyanophenyl) -3- [ [4- [ (4-f luorophenyl) methyl] -1- 

piperidinyl ] methyl ] -3 -hydroxy- 1 -piper idinecarboxamide , 

( + /-) -N- (3-carboethoxyphenyl) -3- [ [4- [ (4-f luorophenyl) methyl] - 
1 -piper idinyl ] methyl ] -3 -hydroxy- 1 -piper idinecarboxamide , 

(+/-) -N- (4-carboethoxyphenyl) -3- [ [4- [ (4-f luorophenyl ) methyl] - 
1 -piper idinyl ] methyl ] -3 -hydroxy- 1 -piper idinecarboxamide , 

(+/-) -N- (4-f luorophenyl) -3- [ [4- [ (4-f luorophenyl) methyl] -1- 
piper idinyl ] methyl ] -3 -hydroxy- 1 -piper idinecarboxamide , 

(+/-) -N-phenyl-3- [ [4- [ (4-f luorophenyl) methyl] -1 -piper idinyl ] 
methyl ] -3 -hydroxy- 1 -piper idinecarboxamide , 

(+/-) -N- (3-methoxyphenyl) -3- [ [4- [ (4-f luorophenyl) methyl] -1- 
3 0 piper idinyl ] methyl ] - 3 -hydroxy- 1 -piper idinecarboxamide , 

(+/-) -N- (3-cyanophenyl) -3- [ [4- [ (4-f luorophenyl) methyl] -1- 
piper idinyl] methyl] -3 -phenylmethyl-1 -piper idine- 
carboxamide , 

35 

( + /-) -N- (4-f luorophenyl) -3- [ [4 - [ (4-f luorophenyl) methyl] -1- 
piper idinyl ] methyl ] - 3 -pheny lmethyl - 1 -piper idine- 
carboxamide , 



?L5 
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( + /-) -N-phenyl-3- [ [4- [ (4-f luorophenyl) methyl] -1-piperidinyl] 
methyl] -3-phenylmethyl-l-piperidinecarboxamide, 

( + /_) -N- (3-methoxyphenyl) -3- [ [4- [ (4-f luorophenyl) methyl] -1- 
piperidinyl] methyl] -3 -phenylmethyl-l-piperidine- 
carboxamide , 

(+/_) _ (cis) -N- (3-cyanophenyl) -3- [ [4- [ (4-f luorophenyl) methyl] 
1-piperidinyl] methyl] -2-phenylmethyl-l-piperidine- 
carboxamide, 

( + /-) _ (cis) -N- (3-carboethoxyphenyl) -3- [ [4- [ (4-f luorophenyl) 
methyl] -1-piperidinyl] methyl] -2-phenylmethyl-l- 
piperidinecarboxamide , 

( + /-) _ (cis) -N- (4-carboethoxyphenyl) -3- [ [4- [ (4-f luorophenyl) 
methyl] -1-piperidinyl] methyl] -2-phenylmethyl-l- 
piperidinecarboxamide , 

(+/_) - (cis) -N- (4-f luorophenyl) -3- [ [4- [ (4-f luorophenyl) 
methyl] -1-piperidinyl] methyl] -2-phenylmethyl-l- 
piperidine carboxamide , 

(+/_) _ (cis) -N-phenyl-3- [ [4- [ (4-f luorophenyl) methyl] -1- 
piperidinyl ] methyl ] -2 -phenylmethyl-1 -piper idine- 
carboxamide, 

(+/_) _ (cis) -N- (3-methoxyphenyl) -3- [ [4- [ (4-f luorophenyl) 
methyl] -1-piperidinyl] methyl] -2-phenylmethyl-l- 
piperidinecarboxamide , 

(+/-)- (trans) -N- (3-cyanophenyl) -3- [ [4- [ (4-f luorophenyl) 
methyl] -1-piperidinyl] methyl] -2-phenylmethyl-l- 
piperidinecarboxamide , 
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( + /_)_( trans ) -N- (3-carboethoxyphenyl ) -3- [ [4- [ ( 4-f luorophenyl ) 
methyl] - 1 -piper idinyl ] methyl] -2-phenylmethyl-l- 
piper idinecarboxamide , 

(+/-)- (trans) -N- (4-carboethoxyphenyl) -3- [ [4- [ (4-f luorophenyl ) 
methyl] -1 -piper idinyl] methyl] -2-phenylmethyl-l- 
piper idinecarboxamide , 

( + /_) _ (trans) -N- (4-f luorophenyl) -3- [ [4- [ (4-f luorophenyl) 
methyl] -1-piperidinyl ] methyl] - 2 -pheny lme thy 1 - 1 - 
piper idinecarboxamide, 

(+/-)- (trans) -N-phenyl-3- [ [4- [ (4-f luorophenyl ) methyl ] -1- 
piperidinyl] methyl] -2-phenylmethyl-l-piperidine 
carboxamide , 

(+/-)- (trans) -N- (3-methoxyphenyl ) -3- [ [4- [ (4-f luorophenyl ) 
methyl] -1-piperidinyl] methyl] -2-phenylmethyl-l- 
piper idinecarboxamide , 

(+/-)-( trans ) -N- ( 3 -acetylphenyl ) -3- [ [4- [ ( 4-f luorophenyl ) 
methyl] -1-piperidinyl] methyl] -2-phenylmethyl-l- 
piper idinecarboxamide , 

( + /-) -N- (3-cyanophenyl) -3- [ [4- [ (4-f luorophenyl) methyl] -1- 
piperidinyl] methyl] -3 , 4-dihydro-2 (1H) isoquinoline- 
carboxamide , 

(+/_) _ N _ (phenyl) -3- [ [4- [ (4-f luorophenyl) methyl] -1- 
piperidinyl] methyl] -3, 4-dihydro-2 (1H) 
isoquinolinecarboxamide, 

(+/-) -N- (3-methoxyphenyl) -3- [ [4- [ (4-f luorophenyl) methyl] -1- 
piperidinyl] methyl] -3 , 4-dihydro-2 (1H) isoquinoline- 
carboxaraide , 

( + /_)_3_[[4-[ (4-f luorophenyl) methyl] -1-piperidinyl] methyl] - 
1,2,3, 4-tetrahydro-2- ( pheny 1 ac e ty 1 ) isoquinoline, 
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(+/-) -3- [ [4- [ (4-f luorophenyl) methyl] -1-piperidinyl] methyl] - 

1,2,3, 4 -tetrahydro-2- (phenylmethylsulf onyl ) isoquinoline, 

5 ( + /-) -Phenyl-3- [ [4- [ (4-f luorophenyl) methyl] -1-piperidinyl] 
methyl] -3 , 4-dihydro-2 (1H) isoquinolinecarboxylate, 



(+/-) -N- (4-cyanophenyl) -3- [ [4- [ ( 4-f luorophenyl ) methyl ] -1- 
piperidinyl] methyl] -3 , 4-dihydro-2 (1H) isoquinoline- 
1 0 carboxamide , 



^1.5 



. E 



(+/-) -N- (4-f luorophenyl) -3- [ [4- [ (4-f luorophenyl) methyl] -1- 
piperidinyl] methyl] -3 , 4-dihydro-2 (1H) isoquinoline- 
carboxamide , 

(+/-) -N- (3-cyanophenyl) -3- [2- [4- [ (phenyl) methyl] -1- 

piperidinyl] ethyl] -3 , 4-dihydro-2 (1H) -isoquinoline- 
carboxamide , 



w 2 0 ( + /- )-3-[[4-[( phenyl ) methyl ] - 1 -piper idinyl ] ethyl ] - 1 , 2 , 3 , 4 - 

3 

tetrahydro-2- ( phenyl sulf onyl) isoquinoline, 



«% (+/-) -N- (4-f luorophenyl) -3- [2- [4- [ (phenyl) methyl] -1- 

Q piperidinyl] ethyl] -3 , 4-dihydro-2 (1H) -isoquinoline- 

^2 5 carboxamide , 



(+/-) -N- (phenyl) -3- [2- [4- [ (phenyl) methyl] -1-piperidinyl] 
ethyl] -3 , 4-dihydro-2 (1H) -isoquinolinecarboxamide , 

30 (+/-)-3-[[4-[( phenyl ) methyl ] - 1 -piperidinyl ] ethyl ] - 1 , 2 , 3 , 4 - 
tetrahydro-2- (2-thiophenesulf onyl) isoquinoline, 



(+/-)-3-[[4-[( phenyl ) methyl ] - 1 -piperidinyl ] ethyl ] - 1 , 2 , 3 , 4 - 
tetrahydro-2- (phenacetyl) isoquinoline, 

35 

(+/-) -N- (3-methoxyphenyl) -3- [2- [4- [ (phenyl) methyl] -1- 

piperidinyl] ethyl] -3 , 4-dihydro-2 (1H) -isoquinoline- 
carboxamide , 
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(+/-) -N- (phenyl) -3- [2- [4- [ (4-f luorophenyl) methyl ] -1 - 

piperidinyl] ethyl] -3, 4-dihydro-2 (1H) -isoquinoline- 
carboxamide , 

( + /-) _ N _ (3-methoxyphenyl) -3- [2- [4- [ (4-f luorophenyl) methyl] -1- 
piperidinyl] ethyl] -3 , 4-dihydro-2 (1H) -isoquinoline- 
carboxamide, 

( + /-) —isr— (3-cyanophenyl) -3- [2- [4- [ (4-f luorophenyl) methyl] -1- 
piperidinyl] ethyl] -3 , 4-dihydro-2 (1H) -isoquinoline- 
carboxamide , 

( + /-) _3_ [ [4- [ (4-f luorophenyl) methyl] - 1 -piperidinyl ] ethyl] - 

1,2,3, 4-tetrahydro-2- (phenylmethylsulf onyl) isoquinoline, 

( + /-) -phenyl -3- [2- [4- [ (4-f luorophenyl) methyl] -1- 

piperidinyl] ethyl] -3 , 4-dihydro-2 (1H) -isoquinoline- 
carboxylate , 

(+/-) -N- (3-carboethoxyphenyl) -3- [2- [4- [ (phenyl) methyl] -1- 
piperidinyl] ethyl] -3 , 4-dihydro-2 (1H) -isoquinoline- 
carboxamide, 

( + /_) _ N _ (3-carboethoxyphenyl) -3- [2- [4- [ (4-f luorophenyl) 
methyl] -1-piperidinyl] ethyl] -3 , 4-dihydro-2 (1H) - 
i soquinol inecarboxamide , 

( + /-) -N- (3-cyanophenyl) -4- [2- [4- (phenylmethyl ) -1-piperidinyl] 
ethyl] -3 , 4-dihydro-2 (1H) -isoquinolinecarboxamide, 

(+/_) _4_ [2- [4- (phenylmethyl) -1-piperidinyl] ethyl] -3 , 4- 
dihydro-2 ( 1H) phenyl sulf onyl isoquinoline, 

(+/-) -N- (4-f luorophenyl) -4- [2- [4- (phenylmethyl ) -1- 
piperidinyl] ethyl] -3 , 4-dihydro-2 (1H) - 
isoquinolinecarboxamide , 
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( + /-) -N- (phenyl) -4- [2- [4- (phenylmethyl) -1-piperidinyl ] ethyl] 
3 , 4-dihydro-2 (1H) -isoquinolinecarboxamide, 

(+/-) -N- (3-methoxyphenyl) -4- [2- [4- (phenylmethyl) -1- 

piperidinyl] ethyl] -3 , 4-dihydro-2 (1H) -isoquinoline- 
carboxamide , 

( + /-) -Phenyl-4- [2- [4- (phenylmethyl) -1-piperidinyl] ethyl] -3 , 4 
dihydro-2 (1H) -isoquinolinecarboxylate, 

( + /-) _4_ [2- [4- (phenylmethyl) -1-piperidinyl] ethyl] -3,4- 
dihydro-2 (1H) phenacetyl isoquinoline, 

(+/-) -N- (3-cyanophenyl) -4- [2- [4- (4-f luorophenylmethyl ) -1- 
piperidinyl] ethyl] -3 , 4-dihydro-2 (1H) -isoquinoline- 
carboxamide , 

(+/-) -4- [2- [4- (4-f luorophenylmethyl) -1-piperidinyl] ethyl] - 
3 , 4-dihydro-2 (1H) - [phenyl] sulfonyl isoquinoline , 

(+/-) -4- [2- [4- (4-f luorophenylmethyl) -1-piperidinyl] ethyl ] - 
3 , 4-dihydro-2 (1H) [phenacetyl] isoquinoline, 

(+/-) -4- [2- [4- (4-f luorophenylmethyl) -1-piperidinyl ] ethyl ] - 
3 , 4-dihydro-2 (1H) - [phenylmethyl] sulf onylisoquinoline , 

(+/-) -N- (4-carbethoxyphenyl) -4- [2- [4- (4-f luorophenylmethyl) - 
1-piperidinyl] ethyl] -3 , 4-dihydro-2 (1H) -isoquinoline- 
carboxamide , 

(+/-) -N- (4-f luorophenyl) -4- [2- [4- (phenylmethyl) -1- 
piperidinyl] ethyl] -3 , 4-dihydro-2 (1H) - 
isoquinolinecarboxamide, 

{2R) -2-{ [4- (4-f luorobenzyl) -l-piperidinyl]methyl}-4- [ (2R) - 

3 , 3 , 3-trif luoro-2-methoxy-2-phenylpropanoyl]morpholine, 
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(2R) -itf- (3-acetylphenyl) -2-{ [4- (4-f luorobenzyl) -1- 
piper idiny 1 ] methyl } - 4 -morphol inecarboxamide , 

(2R) -2-{ [4- (4-f luorobenzyl) - 1 -piper idiny 1] methyl } -ZV- (3- 
methoxyphenyl) -4-morpholinecarboxamide, 

(2R) ~N~ ( 3 -cyanophenyl ) -2-{ [4- (4-f luorobenzyl) -1- 
piper idiny 1 ] methyl } -4 -morphol inecarboxamide , 

(2R) -2-{ [4- (4-f luorobenzyl) - 1 -piper idiny 1] methyl } -N- (4- 
f luor opheny 1 ) - 4 -morpho 1 inecarboxamide , 

(21?) -2-{ [4- (4-f luorobenzyl) - 1 -piper idinyl] methyl } -N-phenyl 
morphol inecarboxamide , 

(2R) -N- ( 3 -cyanophenyl) -2- { [ (3S) -3- (4- 

f luorobenzyl ) piper idiny 1 ] methyl } -4 - 
morphol inecarboxamide , 

(2R) -N- (3-acetylphenyl) -2- { [ (3S) -3- (4- 

f luorobenzyl) piperidinyl] methyl} -4- 
morpholinecarboxamide , 

(2R) -N- (3-acetylphenyl) -2-{ [ (3S) -3- (4- 

f luorobenzyl ) piperidinyl ] methyl } - W-phenyl-4 - 
morphol inecarboxamide , 

3-{ [3- (4-f luorobenzyl) -1-pyrrolidinyl ] methyl } -tt-phenyl-l- 
piper idinecarboxamide , 

N- (3 -cyanophenyl) -3- { [3- (4-f luorobenzyl ) -1- 

pyrrol idiny 1 ] methyl } - 1 -piper idinecarboxamide , 

N- (3-acetylphenyl) -3-{ [3- ( 4-f luorobenzyl ) -1- 

pyrrolidinyl ] methyl } - 1 -piper idinecarboxamide , 

3-{ [ {3S) -3- (4-f luorobenzyl) piperidinyl] methyl}- N-phenyl-1 
piper idinecarboxamide , 
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N- (3-cyanophenyl) -3- { [ OS) -3- (4-f luorobenzyl) piperidinyl] 
methyl} -1-piperidinecarboxamide, 

5 N- (3-acetylphenyl) -3-{ [ (3S) -3- (4-f luorobenzyl) piperidinyl] 
methyl} - 1 -piper idinecarboxamide, 

tert-butyl 4- [ (3-cyanoanilino) carbonyl] -2-{ [4 - (4- 
f luorobenzyl) -1 -piperidinyl] methyl} -1- 
10 piperazinecarboxylate, 

N- (3-cyanophenyl) -3- { [4- ( 4-f luorobenzyl ) -1- 

piperidinyl ] methyl } -1-piperazinecarboxamide 
dihydrochloride , 

4-benzyl-2tf- (3-cyanophenyl) -3- { [4- ( 4-f luorobenzyl ) -1- 
piper idinyl ] methyl } - 1 -piperaz inecarboxamide , 

4-acetyl-2tf- (3-acetylphenyl) -3-{ [4- (4-f luorobenzyl) -1- 
piper idinyl ] methyl } - 1 -piperaz inecarboxamide , 

tert-butyl 4- [ (anilino) carbonyl] -2-{ [4- (4-f luorobenzyl) -1- 
piper idinyl ] methyl } -1-piperazinecarboxylate , 

tert-butyl 4- [ ( 3 -me thoxyani lino) carbonyl] -2-{ [4 - (4- 
f luorobenzyl) -1 -piperidinyl] methyl} -1- 
piperazinecarboxylate, 

tert-butyl 4- [ (3-acetylanilino) carbonyl] -2-{ [4- (4- 
3 0 f luorobenzyl) -1-piperidinyl ] methyl } -1- 

piperaz inecarboxylate , 

3-{ [4- (4-f luorobenzyl) -1-piperidinyl ] methyl}- J\r-phenyl-l- 
piperazinecarboxamide dihydrochloride , 

35 

3-{ [4- (4-f luorobenzyl) -1-piperidinyl] methyl}- N- (3- 

methoxyphenyl) -1-piperazinecarboxamide dihydrochloride, 
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N- (3-acetylphenyl) -3-{ [4- (4-f luorobenzyl) -1- 

piperidinyl ] methyl } -1-piperazinecarboxamide 
dihydrochloride, and 

5 4 -benzyl -N- (3-cyanophenyl) -3-{ [4- (4-f luorobenzyl) -1- 
piper idinyl ] methyl } - 1 -piperaz inecarboxamide . 

41. A pharmaceutical composition comprising a 
pharmaceutically acceptable carrier and a therapeutically 

10 effective amount of a compound according to Claim 1. 

42 . A pharmaceutical composition comprising a 
pharmaceutically acceptable carrier and a therapeutically 
effective amount of a compound according to Claim 11. 



43 . A method for modulation of chemokine receptor 
activity comprising administering to a patient in need 
thereof a therapeutically effective amount of a compound 



y * according to Claim 1 

5=20 



44. The method according to Claim 43, wherein R 9 , R 9 ', 
R 10^ Rll, r11' and R 12 of the compound according to Claim 1 

M are H . 

53 

f^5 45. The method according to Claim 44, wherein 

modulation comprises contacting a CCR3 receptor with an 
effective inhibitory amount of the compound. 

46. A method for treating or preventing inflammatory 
30 disorders comprising administering to a patient in need 

thereof a therapeutically effective amount of a compound 
according to Claim 1 . 

47. The method according to Claim 46, wherein R 9 , R 9 ', 
35 R 10 , R 11 , R 11 ' and R 12 of the compound according to Claim 1 

are H. 

48. The method according to Claim 46, wherein the 
disorder is selected from asthma, allergic rhinitis, atopic 
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dermatitis, inflammatory bowel diseases, idiopathic pulmonary 
fibrosis, bullous pemphigoid, helminthic parasitic 
infections, allergic colitis, eczema, conjunctivitis, 
transplantation, familial eosinophilia, eosinophilic 
5 cellulitis, eosinophilic pneumonias, eosinophilic fasciitis, 
eosinophilic gastroenteritis, drug induced eosinophilia, HIV 
infection, cystic fibrosis, Churg-Strauss syndrome, lymphoma, 
Hodgkin's disease, and colonic carcinoma. 

10 49. The method according to Claim 48, wherein the 

disorder is selected from asthma, allergic rhinitis, atopic 
dermatitis, and inflammatory bowel diseases. 

p 50. The method according to Claim 49, wherein the 
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disorder is asthma. 
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